PATENT COOPERATION TREATY 



PCT/JP99/04769 



From the INTERNATIONAL BUREAU 



PCT 



NOTIFICATION CONCERNING 
SUBMISSION OR TRANSMITTAL 
OF PRIORITY DOCUMENT 

(PCT Administrative Instructions, Section 411) 



Date of mailing (day/month/year) 

25 November 1999 (25.11.99) 



Applicant's or agent's file reference 
SEN-001PCT 



To: 



SHIMIZU, Hatsushi 
Kantetsu Tsukuba Building ^ 
6th floor 

1-1-1, Oroshi-machi / _ V 

Tsuchiura-shi I 

Ibaraki 300-0847 \ 

JAPON V 



RICE!' 



\ 

_, ST ~ < 



IMPORTANT NOTIFICATION 



International application No. 
PCT/JP99/04769 



International filing date (day/month/year) 

02 September 1999 (02.09.99) 



International publication date (day/month/year) 
Not yet published 



Priority date (day/month/year) 

02 September 1998 (02.09.98) 



Applicant 

CENTER FOR ADVANCED SCIENCE AND TECHNOLOGY INCUBATION, LTD. et al 



1. The applicant is hereby notified of the date of receipt (except where the letters "NR" appear in the right-hand column) by the 
International Bureau of the priority document(s) relating to the earlier application(s) indicated below. Unless otherwise 
indicated by an asterisk appearing next to a date of receipt or by the letters "NR", in the right-hand column, the priority 
document concerned was submitted or transmitted to the International Bureau in compliance with Rule 17.1(a) or (b). 

2. This updates and replaces any previously issued notification concerning submission or transmittal of priority documents. 

3. An asterisk!*) appearing next to a date of receipt, in the right-hand column, denotes a priority document submitted 
or transmitted to the International Bureau but not in compliance with Rule 1 7.1(a) or (b). In such a case, the attention 
of the applicant is directed to Rule 17.1(c) which provides that no designated Office may disregard the priority claim 
concerned before giving the applicant an opportunity, upon entry into the national phase, to furnish the priority document 
within a time limit which is reasonable under the circumstances. 

4. The letters "NR" appearing in the right-hand column denote a priority document which was not received by the International 
Bureau or which the applicant did not request the receiving Office to prepare and transmit to the International Bureau, 

as provided by Rule 17.1(a) or (b), respectively. In such a case, the attention of the applicant is directed to Rule 17.1(c) which 
provides that no designated Office may disregard the priority claim concerned before giving the applicant an opportunity, 
upon entry into the national phase, to furnish the priority document within a time limit which is reasonable under the 
circumstances. 



Priority date Priority application No. 

02 Sept 1998 (02.09.98) 10/248861 



Country or regional Office 
qr PCT receiving Office 

JP 



Date of receipt 
of priority document 

22 Nove 1999 (22.11.99) 



The International Bureau of WIPO 
34. chemtn des Colombettes 
1211 Geneva 20. Switzerland 



Facsimile No. (41-22) 740.14.35 



Authorized officer 

Carlos Naranjo 

Telephone No. (41-22) 338.83.38 



Form PCT/IB/304 (July 1998) 



002976899 
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WO 00/14108 
PCT/JP99/04769 



From the INTERNATIONAL BUREAU 



PCT 



NOTICE INFORMING THE APPLICANT OF THE 
COMMUNICATION OF THE INTERNATIONAL 
APPLICATION TO THE DESIGNATED OFFICES 

(PCT Rule 47.1(c), first sentence) 



Date of mailing (day/month/year) 

16 March 2000 (16.03.00) 



To: 




SHIMIZU, Hatsushi 




Kantetsu Tsukuba Building 




6th floor 




1-1-1, Oroshi-machi 




Tsuchiura-shi 




Ibaraki 300-0847 




JAPON 

1 










Applicant's or agent's file reference 
SEN-001 PCT 


IMPORTANT NOTICE 


International application No. 

PCT/JP99/04769 


International filing date (day/month/year) 

02 September 1999 (02.09.99) 


Priority date (day/month/year) 

02 September 1998 (02.09.98) 


Applicant 

CENTER FOR ADVANCED SCIENCE AND TECHNOLOGY INCUBATION, LTD. et al 



1 . Notice is hereby given that the International Bureau has communicated, as provided in Article 20, the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice: 

AU,CN,EP,JP,KP,KR,US 



In accordance with Rule 47.1 (c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
of the international application is required to be furnished by the applicant to the designated Office{s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

AE,AL,AM,AP,AT,AZ,BA,BB,BG,BR,BY,CA,CH,CR,CU,CZ,DE,DK,DM,EA,EE,ES,FI,GB,GD,GE,GH, 

GM,HR,HU,ID,IL,IN,IS,KE,KG.KZ,LC,LK,LR,LS / LT,LU,LV,MD,MG,MK,MN,MW,MX,NO,NZ,OA,PL, 

PT,RO,RU,SD,SE,SG,SI,SK / SL,TJ.TM,TR,TT / UA,UG,UZ,VN,YU,ZA,ZW 
The communication will be made to those Offices only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy of the international application (Rule 49.1 (a-bis)). 

3. Enclosed with this Notice is a copy of the international application as published by the International Bureau on 
16 March 2000 (16.03.00) under No. WO 00/14108 



REMINDER REGARDING CHAPTER II (Article 31(2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

It is the applicant's sole responsibility to monitor the 19-month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 



REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

If the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase, see the 
Annex to Form PCT/IB/301 (Notification of Receipt of Record Copy) and Volume II of the PCT Applicant's Guide. 



The International Bureau of W1PO 


Authorized officer 






34, chemin des Colombettes 




J. Zahra 


1211 Geneva 20, Switzerland 




Facsimile No. (41 -22) 740.14.35 


Telephone No. (41-22) 


338.83.38 



Form PCT/IB/308 (July 1996) 3154046 



PCT/JP99/04769 



PATENT COOPERATION TREATY 



From the INTERNATIONAL BUREAU 



PCT 



INFORMATION CONCERNING ELECTED 
OFFICES NOTIFIED OF THEIR ELECTION 



(PCT Rule 61.3) 



Date of mailing (day/month/year) 

20 March 2000 (20.03.00) 



To: 




SHIMIZU, Hatsushi 




Kantetsu Tsukuba Building 




6th floor /' 




1-1-1, Oroshi-machi * 




Tsuchiura-shi . , 


- , a 


Ibaraki 300-0847 




JAPON 





Applicant's or agent's file reference 
SEN-001 PCT 


IMPORTANT INFORMATION 


International application No. 

PCT/JP99/04769 


International filing date (day/month/year) 
02 September 1999 (02.09.99) 


Priority date (day/month/year) 

02 September 1998 (02.09.98) 


Applicant 

CENTER FOR ADVANCED SCIENCE AND TECHNOLOGY INCUBATION, LTD. et al 



1. The applicant is hereby informed that the International Bureau has, according to Article 31(7), notified each of the following 
Offices of its election: 

AP :GH,GM,KE,LS,MW,SD,SL,SZ,UG,ZW 

EP :AT ( BE,CH,CY,DE,DK,ES,FI,FR,GB,GR,IE,IT,LU,MC,NL,PT,SE 

National :AU,BG,BR,CA,CN,CZ,DE,IL,JP,KP,KR,MN,NO,NZ,PL,RO,RU,SE,SK,US 

2. The following Offices have waived the requirement for the notification of their election; the notification will be sent to them 
by the International Bureau only upon their request: 

EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

OA :BF,BJ,CF,CG,CI,CM,GA,GN,GW,ML,MR,NE,SN,TD,TG 

National :AE,AL,AM,AT,AZ,BA,BB,BY,CH,CR,CU,DK,DM,EE,ES,FI,GB,GD,GE,GH,GM, 

HR^UJDJNJS^E^CKZ^CLK^R^S^T^U^V^D^CMK^W^X^^SD^CSI, 

SL/T^TM^TXUA^CUZ^N^U^ZW 

3. The applicant is reminded that he must enter the "national phase" before the expiration of 30 months from the priority date 
before each of the Offices listed above. This must be done by paying the national fee(s) and furnishing , if prescribed, a 
translation of the international application (Article 39(1 )(a)), as well as, where applicable, by furnishing a translation of any 
annexes of the international preliminary examination report (Article 36(3)(b) and Rule 74.1). 

Some offices have fixed time limits expiring later than the above-mentioned time limit. For detailed information about the 
applicable time limits and the acts to be performed upon entry into the national phase before a particular Office, see Volume II 
of the PCT Applicant's Guide. 

The entry into the European regional phase is postponed until 31 months from the priority date for all States designated for 
the purposes of obtaining a European patent. 



The International Bureau of WIPO 


Authorized officer: 




34. chemin des Colombettes 
1211 Geneva 20, Switzerland 


Christelle Croci 




Facsimile No. (41-22) 740.14.35 


Telephone No. (41-22) 338.83.38 





Form PCT/IB/332 (September 1997) 



3175567 



PATENT COOPERATION TREATY 



PCT/JP99/04769 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative Instructions, Section 422) 


To: 

SHIMIZU, Hatsushi . . . 
Kantetsu Tsukuba Building' '3 
6th floor / 
1-1-1, Oroshi-machi \ *•• '—'■*< 
Tsuchiura-shi : ;ST 
Ibaraki 300-0847 ' • . ' ; " ^ 
JAPON . - 


Date of mailing (day/month/year) 
11 April 2000 (11.04.00) 


Applicant's or agent's file reference 
SEN-001PCT 


IMPORTANT NOTIFICATION 


International application No. 
PCT/JP99/04769 


International filing date (day/month/year) 

02 September 1999 (02.09.99) 



1. The following indications appeared on record concerning: 

X the applicant | | the inventor | | the agent | | the common representative 


Name and Address 

CENTER FOR ADVANCED SCIENCE AND 

TECHNOLOGY INCUBATION, LTD. 

Marunouchi Building 

5-1, Marunouchi 1-chome 

Chiyoda-ku 

Tokyo 100-0005 

Japan 


State of Nationality 
JP 


State of Residence 
JP 


Telephone No. 


Facsimile No. 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
[ | the person [ | the name X the address | | the nationality | | the residence 


Name and Address 

CENTER FOR ADVANCED SCIENCE AND 

TECHNOLOGY INCUBATION, LTD. 

Shin-Marunouchi Building 

5-1, Marunouchi 1-chome 

Chiyoda-ku 

Tokyo 100-0005 

Japan 


State of Nationality 
JP 


State of Residence 
JP 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations, if necessary: 


4. A copy of this notification has been sent to: 
| X | the receiving Office | | the designated Offices concerned 
| | the International Searching Authority | X | the elected Offices concerned 
| X | the International Preliminary Examining Authority | | other: 





Authorized officer ,T*rv J 


The International Bureau of WIPO 




34, chemin des Colombettes 


Jean-Marie McAdams f 


1211 Geneva 20, Switzerland 




Facsimile No.: (41-22) 740.14.35 


Telephone No.: (41-22) 338.83.38 


Form PCT/IB/306 (March 1994) 


003219623 
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PCT JP99 04769 



PATENT COOPERATIu.j TREATY 

From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF ELECTION 

(PCT Rule 61.2) 


To: 

Assistant Commissioner for Patents 
United States Patent and Trademark 
Office 
Box PCT 

Washington, D C. 20231 
ETATS-UNIS D'AMERIQUE 

n its capacity as elected Office 


Date of mailing (day 'month /year) 

20 March 2000 (20.03.00) 




International application No. 

PCT/JP99/04769 


Applicant's or agent's file reference 
SEN-001 PCT 


International filing date (day/month/year) 

02 September 1999 (02.09.99) 


Priority date (day/month/year) 

02 September 1998 (02.09.98) 


Applicant 

HAGIWARA, Masatoshi et al 



1. The designated Office is hereby notified of its election made: 



□ 



in the demand filed with the International Preliminary Examining Authority on: 

22 February 2000 (22.02.00) 

in a notice effecting later election filed with the International Bureau on: 



The election 



[ X I was 
| | was i 



made before the expiration of 1 9 months from the priority date or, where Rule 32 applies, within the time limit undt 
Rule 32.2(b). 







The International Bureau of WIPO 
34, chemin des Colombettes 
1211 Geneva 20. Switzerland 


A ,:-,r ; 


-'C. o' ; re 1 


C h ri stel 1 e Croci 
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Cop» for the Elected Office (EO/US) 

PATEN i COOPERATION TREATY 



PCT/JP99/04769 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF THE RECORDING 
OF A CHANGE 

(PCT Rule 92bis.1 and 
Administrative instructions, Section 422) 


To: 

SHIMIZU, Hatsushi 
Kantetsu Tsukuba Building 
6th floor 

1-1-1, Oroshi-machi 
Tsuchiura-shi 
Ibaraki 300-0847 
JAPON 


Date of mailing (day/month/year) 
11 April 2000 (11.04.00) 


Applicant's or agent's file reference 
SEN-001 PCT 


IMPORTANT NOTIFICATION 


International application No. 

PCT/JP99/04769 


International filing date (day/month/year) 

02 September 1999 (02.09.99) 



1. The following indications appeared on record concerning: 

X the applicant | | the inventor | | the agent | | the common representative 


Name and Address 

CENTER FOR ADVANCED SCIENCE AND 

TECHNOLOGY INCUBATION, LTD. 

Marunouchi Building 

5-1, Marunouchi 1-chome 

Chiyoda-ku 

Tokyo 100-0005 

Japan 


State of Nationality 
JP 


State of Residence 
JP 


Telephone No. 


Facsimile No. 


Teleprinter No. 


2. The International Bureau hereby notifies the applicant that the following change has been recorded concerning: 
| | the person | | the name X the address | | The nationality | | the residence 


Name and Address 

CENTER FOR ADVANCED SCIENCE AND 

TECHNOLOGY INCUBATION, LTD. 

Shin-Marunouchi Building 

5-1, Marunouchi 1-chome 

Chiyoda-ku 

Tokyo 100-0005 

Japan 


State of Nationality 
JP 


State of Residence 
JP 


Telephone No. 


Facsimile No. 


Teleprinter No. 


3. Further observations, if necessary: 


4. A copy of this notification has been sent to: 
| X | the receiving Office | j the designated Offices concerned 
| | the International Searching Authority | X | the elected Offices concerned 
| X j the International Preliminary Examining Authority | j other: 





Authorized officer 


The International Bureau of WIPO 




34, chemin des Colombettes 


Jean-Marie McAdams 


1211 Geneva 20, Switzerland 




e acs'nve No.' (41-221 740.14.35 


~e'ep h one No.: (41-221 338.83.38 
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003219623 
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PATENT COOPERATION TREATY 



From the INTERNATIONAL BUREAU 



PCT 

NOTIFICATION OF RECEIPT OF 
RECORD COPY 

(PCT Rule 24.2(a)) 



To: 



SHIMIZU, Hatsushi 
Kantetsu Tsukuba Building 
6th floor ■ ' ' 

1-1-1, Oroshi-machi/' 
Tsuchiura-shi / 
Ibaraki 300-0847 I ; J 

JAPON \"-\ 



•' % 



Date of mailing (day/month/year) 

23 September 1999 (23.09.99) 



Applicant's or agent's file reference 

SEN-001 PCT 



IMPORTANT NOTIFICATION 



International application No. 

PCT/JP99/04769 



The applicant is hereby notified that the International Bureau has received the record copy of the international application as 
detailed below. 

Name(s) of the applicant(s) and State(s) for which they are applicants: 

CENTER FOR ADVANCED SCIENCE AND TECHNOLOGY INCUBATION, LTD. (for all designated 

States except US) 
HAGIWARA, Masatoshi et al (for US) 

International filing date 

Priority date(s) claimed : 

Date of receipt of the record copy 
by the International Bureau 

List of designated Offices : 



02 September 1999 (02.09.99) 
02 September 1998 (02.09.98) 

17 September 1999 (17.09.99) 



AP :GH,GM,KE,LS,MW,SD,SL,SZ,UG,ZW 
EA :AM,AZ,BY,KG,KZ,MD,RU,TJ,TM 

EP :AT3E,CH,CY,DE,DK,ES,FI,FR,GB,GRJE,IT,LU,MC,NL,PT,SE 
OA :BF,BJ,CF,CG,CI,CM,GA,GN,GW,ML,MR,NE,SN,TD,TG 

National :AE,AL,AM,AT,AU,AZ,BA,BB,BG,BR,BY,CA,CH,CN,CR,CU,CZ / DE,DK,DM,EE,ES,FI,GB, 

GD # GE,GH,GM,HR,HUJDJUNJSJr , # K'E,KG,KP,KR,KZ^C,LK,LR,LS^T,LU,LV,MD f MG f MK,MN f 

MW,MX,NO,NZ,PL / PT,RO / RU,SD,SE,SG,SI,SK,SL ( TJ,TM,TR,TT,UA,UG,US,UZ,VN < YU,ZA,ZW 



ATTENTION 

The applicant should carefully check the data appearing in this Notification. In case of any discrepancy between these data 
and the indications in the international application, the applicant should immediately inform the International Bureau. 

In addition, the applicants attention is drawn to the information contained in the Annex, relating to: 
X| time limits for entry into the national phase 



0 
□ 



confirmation of precautionary designations 
X | requirements regarding priority documents 
A copy of this Notification is being sent to the receiving Office and to the InternationalSearching Authority. 





Authorized officer: 


The International Bureau of WIPO 




34, chemin des Colombettes 


Y. KUWA-HflRA 


121 1 Geneva 20. Switzerland 


Facsimile No. (41-22)740.14.35 


Telephone No. (41-22)338.83.38 
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PATENT COOPERATION t|(^TY 

PCT 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 

SEN -001 PCT 


SeeNotificationofTransmittaloflnternational Preliminary 
FOR FURTHER ACTION Examlnatl0n Report ( Form PC T IPEA 4 1 6) 


International application No. 

PCT/JP99/04769 


International filing date (day month year) 
02 September 1999 (02.09.99) 


Priority date (day month year) 

02 September 1998 (02.09.98) 



International Patent Classification (IPC) or national classification and IPC 

C07K 2/00, C12N 15/10, CI 2Q 1/02, GO IN 33/50 // C12Q1/68 



CENTER FOR ADVANCED SCIENCE AND TECHNOLOGY INCUBATION, LTD. 



1. This international preliminary examination report has been prepared by this International Preliminary Examining Authority 
and is transmitted to the applicant according to Article 36. 


i This RFPORT consists of a total of 3 sheets, including this cover sheet. 


□ 


This report is also accompanied by ANNEXES, i.e.. sheets of the description, claims and/or drawings which have 
been amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see 
Rule 70.16 and Section 607 of the Administrative Instructions under the PCT). 

These annexes consist of a total of sheets. 


3. This report contains indications relating to the following items: 


I 


□ 


Basis of the report 


II 


□ 


Priority 


III 


□ 


Non-establishment of opinion with regard to noveltv inventive step and industrial applicability 


IV 


□ 


Lack of unity of invention 


V 


□ 


Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


VI 


□ 


Certain documents cited 


VII 


□ 


Certain defects in the international application 


VIII 


n 


Certain observations on the international application 



Date of submission of the demand 

22 February 2000 (22.02.00) 


Date of completion of this report 

25 September 2000 (25.09.2000) 


Name and mailing address of the IPEA .IP 
Facsimile No. 


Authorized officer 
Telephone No. 



Form PCT IPEA 409 (cover sheet) (July 1998) 



International application No. 

INTERNATIONAL PRELIMINARY EXAMINATION REPORT I PCT/JP99/04769 
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I. Basis of the report 



1. With regard to the elements of the international application:* 
^ - j the international application as originally filed 

| | the description: 

pages . as originally filed 



pages 



. filed with the demand 



pages • filed with the letter of 

| | the claims: 

p a g es . as originally filed 

p a g es . as amended (together with any statement under Article 19 



pages ^ 

pages . filed with the letter of 



filed with the demand 



| | the drawings: 

p a g es . as originally filed 



pages 



. filed with the demand 



pages . filed with the letter of 

| | the sequence listing part of the description: 

pages . as originally filed 

pages . filed with the demand 

pages . filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23. 1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

| | the language of the translation furnished for the purposes of international preliminary examination (under Rule 55.2 and/ 
or 55.3 ). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

| 1 contained in the international application in written form. 

['• ] filed together with the international application in computer readable form. 

j | furnished subsequently to this Authority in written form. 

[ 1 furnished subsequently to this Authority in computer readable form. 

| | The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 
F"-"] The statement that the information recorded in computer readable form is identical to the written sequence listing has 

been furnished. 

4. 1 | The amendments have resulted in the cancellation of: 

1 | the description, pages 

| 1 the claims. N'os 

1 | the drawings, sheets fig 



I I This report has been established as if (some ofl the amendments had not been made, since they have been considered to go 
" ' ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as originally filed" and are not annexed to this report since they do not contain amendments (Rule "0.16 
and ~D 1 ~i 

** Any replacement sheet containing such amendments must he re ferred to under item 1 and annexed to this report 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
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; . -~z " z /? < zzi^th" ; : z ^ ~ mtxfo z ■-. < , ?^i'L^* - l! : 

z z.r. - •: , " - •. i-;±z >\o% Z;*tiifc-: fi : -z z • . #gf^iZ[M#j^ z 

z 

[Z] 1(3:, pETIC- - ^ m£.K\ZZZ 

[11 2 {£ N fl|$!J*&#i ,tlaf$ SDS-PAGET- rrm L ^ t^ZGBB^eft £ "TElt-S) % 

c 

FZ] 3 {i , A * + — -tZZ Z Z' ) > gg<b -r- .... -t -f (7) ^ & Z: f [Z] c £> Z c 

1*1 4 is: . r ARTj (A^F-z — -tr/^^vtS h z — — ; A-kinase Responsive Tracer) 
(pETIC-ARTEt] *) O-j m IR ;£ JZ cZ A + - -Z ^£ n i I Z . Z % W< ^ ^ Z 7 7tft Z , 
[3 5 is: . r Kempartj (pETIC-kempart )Z>P^lR;#Hz AZ- — — -c ;,f^Dil ,Z ZZZj 
^^r^Z- Zo 
0 6 is: . Ht4^BS^ B ^ (pETIC-1^^) z>n.M;£llZ>A^ + -Z:Z^[]il ^ Z^ 

m^Zn^ZZ^-^^^ 

£1 7 isZ. pCEP4cZ^^$;7 T ;-t[ZI-Z^)Z)c 

rusis;. cos-? * n cn&RT{% z^-tm-z&z. (aksz ^isa±f-t--c:^^^.n^ 

ARTZ)BSGFP^7tm-Z^. Z . (B)iS., ( A ) Z 1^3 Z pfIM:Z)ni(^Z;BSGFP/RSGFP /Z -*iZ0 

ti(r>m{ii-+: z , mmzom m:z r> c ^->i h-camp (m-camp) -c-& 

[H9ii PKACilgftl H-89,Zf7-?±"'-' ( 3 : ■ ■- ) S^^Sffil- (fU ,^-) Z 
.-rdb-cAMP*!iII^ ^^.zC0S-7$ffl^n^..ART^3?^^^lt (^iz±SEM, n=5) Z 
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>r , 7 ,- I-- -DNAITt^' '■ 1 Tx-pKe-H (SOT* 
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ff]7); (l$/ou\) lUxEXTaq'. - (2.5^1). dNTP,'£^ ( ft ft. Qui). EXTaq* 
^ ✓ ^--c (0.2^1) (iLig;l), jfgyx 'J n 3? ^ L -t^ r (20 rimo 1 /ml ) (1.0^1 
). x-f-r- — (^50nmol/ml) (§0.5^1) hL*- = 

i:lE&XJ^; ; ft£ ^xx Z » n X a. — ~? "£DNAif m (GeneArap PCR System 2400 
, jnn.-v*- Z - : mt-^t ) lz-t v/ ! I X PCRSS *: 3xr L X o PCRS 

J&(^ ^^.^ft-Cffo^. PCRSXcXx fttXfl (94°C\ 30H-) £ 1 +t Y ^Mto 
Xfe, XtlXlM (94°(ZZ 50#), U > 7X.f§ (57°C, \ft) ZZXX{*HxfM (7 

2°C. X ■:--;lX^$:40+ + f " : L XX ! . H ^ ft ; i fffi £ x f i (72°C, 1ft) £ ft 

-izik, rc:r,fc£p ur-c 

pcRF>at.*;-T^ mmzKi^z z o^itig^Hxo^^xxz^amit^^^To^c am 

* W) £ ft -:• X tf> £ I S S c? ;> - ^ ( 1 0 ju 1 ) Z ft M L , Z (7 > j£ f?£ ( z m ;i i& ffl ' » *v 
^ t — £ ;'g £r L X Z X ^ tfg £ 1 0 % X ±r D — " V ) I J- X • j® L , ft W\ \k X X # 
n — z v^xfXZ7n7 Z K^feXiz J; «: , a fr]c T mft £«f 1£ L x c 

a fi'.j x rtfr tt £ $ij jj ^ x ti] h tb l , ft n ^^{^fi-? ( i . 5m 1 E?n ; z n z 

, Genec 1 eanl II* - 1 • (BIO lOHt) ^ ffl l X *r & Lr]JR L X , L X &DNA 

ii h i: AEDTA^ir^ (TE) (100/il) iz ,'gf|£ X flll, J : : *§?i(3Z ;X'X#^(ZcJ; 
0 fT X , '^X, ^ ^- Z — )l : ^DDX^Z, : f 1 ' ^ ; H X )l U — H (2 

5:24:1) ^llO.fr^L Xo StRtt, ±;f £ [x£Z L Z , t. *7 <-)l\±Wk?tU" 
tic jzmtm&l . rt^^MlTf^ffjix;^?;. t c 

.Lmmum^^m 1 (Z n : ;XpETIC--. (J.Biol.l'hem. ,272 : 13270- 13274 

,1997) ;:{$AX x. ZXpETIX ^ '--X, KiZ.oij^ilitXt i: Z XRSGFPifii'XT 7 i 
xBSGFPi§ff; -•xlfijif 5 -T • Z. I2^"',:n >- RSGFPjSx^ rBSGFPiSii^ZX 
n\]iz xirjDNASfr f;- ^ m ,\ x h Z zZZ ■ , r RSGFP,iSiZX- 1 : : S-Htic^j-BSGFPjSfr: 

ft j ft^\^t\rz^- -jkawmftftftrnm^ft z 
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t±) z&>z itm o n -i t ~z ' ■ . z ^pET30a-, ^ * — ^ -r imf&m% i -r 

frl .t e n . BL2 1 ( DE3 ) cr, ^ o ^ . lacUV5 7? ; u - - - T T^'7 T7 RNArJi 1 : -if 

e?*i^t'i. ^miirt-r iptg:z ^ le^iQf rw^t^ z % & 0 

£fz, ZZ -j ; #g IS w - .t iSf t 7 ^- : ; cofilft ( His-tag) Vftm 5 

n & £ #.NiT d - 7 j; o S^iz & z i: r3 ; >TTil£ ^ & & , r pETlC-ARTj. r 

pETIC-kempartj £ ffli • £ •£ ^ ^-lat^^lt _i:.52Jf SCSt •TtfCDii r? 

±§"d r 'pETIC-ART_ r pETIC-kempartj & a ^[^ul! ^ fflW<J: 7j;i;7 0 BL21 
( DE3 ) zj ^ t'^> h-tz a tBMfe^ L Tic fBW^J&te, + v r > : sW^^Jte 

3ml ^LBtgttii (^-f-v-f; 7 50/ig/ml) (lit 
1U 37°Cc-lKfetgSL, nuJ£iifl££!f^L.£:c I ^'iftt£-fi?& (2ml) 
Blgitti500mll^t-2L -7 ^' -ziiZ&L. 37 c 'Cc n% t^JS (600nm) ^0.6h + a : s ST'tg 
f Lrio n^-fcjg (600nm.) ^0.6^o+:i; * 1 1 PTG £ lmM i: ^- & ^ - ii ^Jjg L , 

^0^8$ (5000rpm. lO^ffSK 4T ) £ n : . •. n» ~ L ^ ; \e\U I 
£«BBS£ ' > 7 7 (50iilM h U ^i£g£ (pH7.5h loOmM NaCh 2mM-~'0 aT^- 
> lmM PMSF) 10 mlilL^JuL.Tic l^ft£#:±;: T30*'J> ' wi x cr. c 5 

mfcZn^+z, ^^(inp-40, ^ct^-'-r 7 * .'i 'Hnrns».i?o, 

& i: 20 mM i; & 5, J: -7 . 1 tin L , ~ ^» , !i£ 5$ ift £ 4 °C ; 7 T £ ! i # §§&RU >T ffc J¥ 
L'co M^fs, 4 I C:z-.^,L'^g6 (10,000rpm, 10->r) • .. 1:^1 Ib\U L 

HOJ}^ L + ~±;f (ZNi-N'TA-^-tf □ — X ( .^-T' ) $;500 u \uM 7 T , 4 C C;7'7 

m^tsC ^ 0 GQrtmm Hit^fe. -htiHNi-NTA-" r * u. — - " t:2 ml7)',7. ^ 

7 >?•/>••' -7 — (50 rlM r u -7i£S-i (pH7.5), 150 mM NaCL '1 mM ■ X^' •. 7 
: 1 mM PMSF, 0.1% NP-40, 20 mM 7 ■ > — -t ) :7^ - Tz , 

;'^f*fs, i ml ' « - — (50mM 7 ■ ' " i&m (pK 7.."). 150mM Nad, 2mM 
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j dh-f:~"^ — r; — M n '6?:; z;i ■■'C , z > - a ^f^ttio Z 2-... £ r- . zc^ 

> ^^WRo-rc*** z -lit. z .mitnm^m^ 3 z^zu ^Em-i&^ms 

miZte; >T > ZZJi;^t2Z;ZZ:l .^^R)]b:Z^e : , £Z-, TpETIC-ARTj 
% Z ; "pETIC -kempart j iz&i »-Ctfcfcij£ fi Z ^W-^^figii, [Z] 2 Z ^ 1" I ft '3 

<*-> <7»t.s^ z <• , 3 iz^t *t Z£M^ n tz 2 - en ^ - ■>> -iq ] > S£{bK 

*'J£rf&f#2 , MtfbZZrit £ z Z2«f2zZZ. 

-J--ed2 -cT.^e - •'-StS'S^, 3 f5£fbSd*'J«7Z- 5i3RSGFPrX ttizZ ZBSGFPrZ 

• zii b 2 oc^t - ^-idiiioiT z ; ! > s^fts^'j^ " > gtib 

Z2iZi n [SjfBij^RSGFPhBSGFP ii/^fflliTrfc 2 Z 3tZ:Z; f2:Z22 2 

f*,H L Z 

• F -;CD^ r : T 10 x *--f---z » w -7 - (ZU/iZz ATP UOOmM) (2#1>. ^fSz); 
CltiS^li ZiS3j!_ . zz)igf^i?5;:3: i iL: : e ~ ' 7 — IMn n (o/ig/^i) (10^1) z 
I Z: 5' ••• . I Z ^ZMZ A 3— — Z Z , iaillti-tfrO. 3 2Z^4zzi 
;^tj:i L z 

n"]$c Z Z z '^iZZft 23) : Z: Z30Zf7"i^Zmi L z ^;Sfex ZZ^f^ ZfZ Z - Z^Z^ 
5:- (. 2J ^ J Zf^Z.3:Z ) 1^420 ^Z2Unm, ; 'mK'.z:::- : ;a'Z!2^ Z 
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■ r iiit (nFT lC-ARTS-r;^ r Kempart j (pETIC-kempart**) , 
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6 1 i':t;t::j;i"; ^Z- : ft -z 

1 ) pCEP4-ART7jf£ J ziZj|^ 

pETIP-ART- •■=• a :: i h ^tlM^^fl-^ ^ - P CEP4( Invi t ro?ent± X I K 
(IH 7 ) €Hi«gfSHindIII hXhoI 7Z r t/J^ris, 10% t- +7 n - ~ z- jl Ti 
Z , g 6V- ' • > 1 ; ' SrGenec leaning- 1- c L tz c [5JJR L .^DNAiilOxd 
7>TEz:,£^z, DNA Ligation Kit Ver.2 (3iTSjtft5t£rfe) 7; i;ft8//l hDNAigi* 
81/] ~:£-tr le'OrSO-rrfi?]- r v — 3 > f^iZ^iif- f~c ^ 7)8^ i £ \()0a 1 c^JM 
Z t' ? : !■ -t 'I ^-ir. fr^fc^L 7-> (z Z z : ^ u - K (z^u 
T 37°C^mm Ltf|nn--^^#v : , } % LB^Jto ( ^ z - £ : z ' 1 Z 50/ig/ml ) 3m 
! «£T37 0 C**&Jgai I- to ^7£tgft^2ml £2'J h ;i "7 -v ^ ZJ^oLB^ttii ( T > £ 
Z U ; f.O^g/ml) 500m](Z.t)tl.t, 3 7 °C ~z Pi ia^L Tz.. izf&ffi&femz . *T-?l- 
<±3r~?l- -9- »-> -7 i z T 7 ^ - K DNA ( pCEP4 -ART ) &[n]iR I Tz o 

2 ) C0S-7« — r )T'^ ^ ^ KDNAag\ 

PCEP4-ART" 7 '— ~ : ! DNA Ugz ! ' tt -7 ^ 7 7 c ;. ^ (GIBC0 BRL) 4^1*£ 
£ .'100/il7'ffilfil^DMEMmtlii;z /Jl -r ti 6 |_ ^.^;z zT30-40-rr#M L 

c 30-40^rtk. X&tgH^ <- > i (MatTekti) iZDNAag ZhU E Z- ^fti^Si 
- "C -f;t . ^C0S-7^HIJ§gc^.±&j-lb ZmiiRmMEHSZmSOOju I z\ t: It L Z ,'Z -7'^ 7, ~ ! ' 

DNAz "Z^" ^ ^ ^ ^Z a^^OiSt%i^&tn7ZZZ3l}#^]^|| !_ Tz. -rCOm, tgttll^lO 

% ^ 7 . lill^^ -/,-ziDMEMtgt|hlml zmLt2B^Il Z;, 

3 ) " SSttiZ) f < - ; z ^ 

pCEIM-ART* I- : 7 - ~ - |- I T:Cm-imm^-^ y.miBfi^- ■ ^ - (MatT 
ek) z.--Z^-7 7-- (iSt : 114ram) iZ^tl 30T ZT48t^^] 1' Z j. V L. t 
17. ifflM^:2iH] i: . ^7— ^ ( 1 50mM NaC 1 . 4mM KC 1 , 2mM CaCl . IitlM MgC 

i. , 5mM Hepes (pH7.4 ), Z/Z:"' 5 . bmM " Z z: — 7 ) T 1 : 7: t'^, Z z ■ ^ • 
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rr (Scanalytics) *ffli--«SLto aBOi^aE*^**"*"'* 

age processor (Scanaljtics) ^ s _ f -(«*. 
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hold induction, S>* f-t-^l -° " 
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. • ~* + ry v v - T U^iorea Wctor;a) . 
,<* (GFP) SWBEr SRSGFPiBSGFri*'^ — 



6 . nB 



( a) ^atn^^i^^" i— jn ^ 
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(b) ft ^ - - £ R ft X mi % ( t & m ? XfS , j;^z: 

( c ) ^ -i •-• - 3? □ h vr, ^t* e ^ f l -5 -y- o nm mmnzmsn-? -i tji. * x x 

XX, 

m# i; " > stfL9P:^s^r vz-kmxm i - 5 xi >xn7^x2i3*£x^ - — isit * 

}f?8i ^ x <L If ! f . 

(b) ---iiSM^^ti^ft^;R^iiT^x|i, .t^"J : 

(c ) mmU^n-^-Tlz X; (7 ?>m&± it $5 L X , „^*$t* £ ft * f£ jl £ Tz l£W 
M l ilisr , )-:^vi i '[ :X\ -XX XX 

12. 1 > > Mi l £ f£;l £ !2J«J X s It IS 1 ® X ^ i ) _ - 1. y f £. 75- XT $> o 

( a ) mMm 7 ;: l ^ife."'-'-:fu ^ * — wm-xg ntzmm'&mw-? z iz-&. 

( b ) t^s^imxxrrT . x*psx^£;?ixx - ^ — £isH(7)^t'ii^fL$iij^: 

'f si f'M , -Td ck X 

( c ) f^iam^^ <et -o!" 5. m&t ttr< t -z , zmr* % ft £ fs.it £ t itm 

M I s f t £ ;IX1 X 7 X fM ,. £ X X X X c 
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6-Hls/S-Tag 

Nco I (6618) ' 




Cla I (3718) 
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kDa 

202- 



^ \^ ^ 0$' 



/ 4> 

^ ^ ^ ^ 



109- 
78- 



46. 7- 
34. 5- 
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m 4 



180 




430 440 460 480 500 520 

(nm) 



A^r^ - tf On I 

A^i - tf 1 Ai I 

A^r^~ tf 2ju I 

A^p^h — -fcf 4^ I 
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lU 5 




70 1 ; ■ 1 ■ 1 . 1 1 

430 440 460 480 500 520 

(nm) 



A^r^f- — if Qv I 

A^-f — -fcf 1 fj I 

A^F--^- — tf In i 

A^^- — -tf 4^ | 
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m 6 




430 440 460 480 500 52( 

(nm) 

A^i-— -if 0/u I 

A-^—- tz 1 I 

A^-j- tf 2ju I 

A^^- tf 4^ I 
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imcoxzzi 




Nrul 



pCEP4 (10380bp) 



SV40 PdyA>^u: 7-405 
Multiple Cloning Site: 406^63 
CMV^n^-^-; &&467-1311 
TK PolyA>?-nu: i£g 1473-1843 
Hygromycinise^: £2 1844-2893 
TK^n^-^— ; iS^ 2 8 94-3136 
AmpicillinresistancetoUC origin: i£i 
EENA-1iie^: 5533-8113 
On P: tgs 8142-10078 
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SEQUENCE LISTING 

■110 - CENTER FOR ADVANCED SCIENCE AND TECHNOLOGY INCUBATION, LTD. 
120- Monitor proteins for measurement of protein phosphorylation 

• 130:- SEN-001PCT 

<150> JP 1998-248861 
■151:- 1998-09-02 

vl60> 8 

•-210;- 1 

-211 • 23 

••.212.- PRT 

•■213 Artificial Sequence 
■ °?0- 

yuu 

•223> Description of Artificial Sequence: CREB 
phosphorylation region. 
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• 400 ■ 1 

Thr Ser Ser Glu He Leu Ser Arg Arg Fro Ser Tyr Arg Lys lie Leu 

1 5 10 15 

Asn Asp Leu Ser Ser Asp Thr 
20 

210 2 

211 - 23 

212 - PRT 

•213- Artificial Sequence 
"220;- 

■"-223 > Description of Artificial Sequence: Kemptide 
phosphorylation region. 

-•400 - 2 

Thr Ser Leu Arg Arg Ala Ser Leu Gly Thr Gly His Ala Val Arg Ala 

15 10 15 

He Gly Arg Leu Ser Ser Thr 
20 

-210- 3 

• 211 • 73 

■ 212 • DNA 

•213 Artificial Sequence 
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• 220 • 

1!23: Description of Artificial Sequence: ' LCR-1B', 

a template for generation of CREB phosphorylation region. 



- 400 • 3 

rcggtatccg atgacagatc gttcaggatc 
tctgatgagg tac 



ttgcgatatg atggacgtcg cgacaggatc 60 

73 



•210 ■ 4 
<211 ■ 73 
<212:- DNA 

<213> Artificial Sequence 
<220> 

•:223 s Description of Artificial Sequence: 'LKe-lB', 
a template for generation of Kempt ide 
phosphorylation region. 

<400> 4 

ccggtggacg acaatcgtcc gatagcgcgt actgcgtgac cggttcctaa cgatgctcga 60 
cgcaatgagg tac 73 

-210.' 5 
•211 ■ 23 
• 212 • DNA 
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213- Artificial Sequence 
220 > 

223- Description of Artificial Sequence: ' PCR-1K", 
a PCR-primer for generation of CREB 
phosphorylation region. 

■100. 5 

tgctggtacc tcatcagaga tec 23 

• 210> 6 
-21 \> 23 
<212-> DNA 

■213> Artificial Sequence 

■ 220 > 

223 - Description of Artificial Sequence: ' PCR-1A' , 

a PCR-primer for generation of CREB phosphorylation region. 

<400> 6 

ageaceggta tccgatgaca gat 23 

• 210 • 7 

■ 211 - 23 
•212- DNA 

•213- Artificial Sequence 



WO 00/14108 



PCT/JP99/04769 



•220> 

<223> D ™ i0n of Artif icia] Sequence; , pKe _ ir 
a PCR-pr lffl er for generation of Reside 
Phosphorylation region. 

<400> 7 

tgctggtacc tcattgcgtc gag 

23 

<210> 8 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: ^ 
a PCR-pri ffl er f or generation of Ke-ptide 
Phosphorylation region. 

<400> 8 

atcaccggtg gacgacaatc gtc 



23 



irWERNATlONAL SEARCH REPORT 



International application No. 

PCT/ JP39/ 047* 



A. CLASSIFICATION OF SUBJECT MATTER 

Int. C-T 2C7K2/3C, C12N15/1:, 



C 1 2 Q 1 . 



'J _ _ IV C . 



Ace 



ordint to International Paten! Classification (IPC i o: to now national classification and IPC 



B FIET.DS SEARCHED 



Minimum documentation searched (classification s\ stem followed bv classmcation symbols 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base anc. where practicable, search terms used) 
SwissPrct i PIR/GeneSeq , Genbank/EMBL/DDBJ/GeneSeq , 
W P I ( D I ALOG : , EI OS IS !DI ALOG .■ 



C DOCUMENTS CONSIDERED TO BE RELE\'AKT 



Category* 



Citation of document, unh indication, where appropriate, of the relevant passages 



THE JOURNAL OF E I OLOG I CAL CHEM I STRY Vol.272, NO .20, '2997; 
Valerie A.Romoser et al . "Defection in Living Cells cf 
Ca2+ - dependent Chenges in the Fluorescence Emission of 
an Indicator Composed of Two Green Fluorescent Protein 
Variants Linked by a Calmodulin-bmdmg Sequence" , 
see P. 1327C- 13274 

NATURE VOL.388, (1997: , Miyawak.i et al . "Fluorescent 
indicators for Ca2+ based on greenf luorescent protein and 
calmodulin" see P. 882-887 

MOLECULAR AND CELLULAR BIOLOGY Vol.13, NO . 8 , U9S'3: , 
MASATOSI HAGIWARA et al . "Coupling of Hormonal Stimulation 
and Transcription via the Cyclic AKP-Responsive Factor 
CREB Is Rate Limited by Nuclear Entry of Protein Kinase 
A" , see P. 4852-4859 



Relevant to claim No. 



1-12 



[V] Further documents are listed in the continuation of Box C. lJ See patent tamiiy annex. 



Special categories of cued documents. 

document denning the general stale of the art w Inch is not 

considered 10 be of particular relevance 

earlier document but published on or after tnc international thing 
date 

document which may throw doubts on priority clatmtsl or which i> 
cued lo establish the publication date of another citation or other 
special reason las specified i 

document referring lo an oral disclosure, use. exhibition or other 
means 

document published prior lo tnc international filing date hut latei 
than the priority date claimed 



"T later document published utter ihc international filing date oi 

priority dale and not in conflict with the application but cited lo 
understand the principle or theory underlying the invention 

"X" document of particular relevance, the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
slep w hen ihc document is taken alone 

"Y document ot particular relevance: the claimed invention cannot be 
considered to involve an inventive step when the document i- 
combined with one or more oilier such documents, such 
combination being ob\ ions It' a person skilled in the art 
document member of the same patent famiK 



Date ot the actual completion of the international search. 
3 0 November, 1999 (3C.11.99 1 



Name and mailing address of the ISA 
Japanese Patent Off: 

Facsimile No 



! Date ot mailing ot the international search repon 

14 December, 199? ■. 14. 12. 99 



Autnonzed officer 



Telephone No 



Form PCI ISA '2 KM second shectMJify 1^2 



INTERNATIONAL SEA 




PormPCT/lSA.' 



i of second 



<}; ?*W* (lmm ,„® i ] PC; , 



mm&M&ty r > CT/ , 9 , 



* . ' 0 -1 7 6 9 



CO? K2/0 0, 



C : - 1 5 . ' ] 



0. C12 Q 1 



0 - • <"•■ 0 1 \ 3 3 



5 0 C 1 2Q ] , 



6 8 




^i^» P ' "'OS ? S % J^OG^ " " k -' EMBL - J Cones. 



emxm- ' — ~ m 





m -m. ^ 



A 



THE J0L r Rj\AL OF BIOLOGICAL CHEMISTRY v i o-n \ 
Valerie A. Romoser et al. 'Detect f ' 2 ' ^ 20 ' (i997) 

Ca* -dependent Chenges in th^R? " Llving Cell s of 

Indicator Composed**? Two GreenT^^ Enn ' SS10n an 
Variants Linked bv a Calmorii^fn H u ° resc ^t Protein 
see P. 13270-13274 LaImodul m-binding Sequence" , 

NATURE VOL. 388 ( ' QQ7) u- 



1-12 



1-12 



t CO 



5 y -i-fHi-5«'JiKSr,^fi r 



o U . li. i, 9 



J 



1 0 0 - 8 4 1 n 



14.12.99 



1 B | 8 9 3 J 



«^ PCT/IS A x 2 1 J^T7~~ 

2---. ) i 1 9 9 8 ^ 7 xj) 



" 3 " 3 5 8 1 - '■ 1 0 f f ^ 



4 4 S 



A 



A 



! Z^Z7<: u r- t ' I P 9 () / 0 4 7 6 9 



^_______^____^3 L CL_^ii^ — 



MOLECULAR AND CELLULAR BIOLOGY Vol ^ n ^J^l atl on 
MASATOSI HAG I WAR A et a Ump ^ ^_»^ on _ ivc Factor CREB 

^t^V^^ of Protein Kinase A 

see P. 4852-4859 

THE JOURNAL OF BIOLOGICAL &%£%L 
Atsushi Shimomura et dL /^^T-Uvation through Activating 

Eiement ~ binding 

Protein" , see P. 17957-17960 



-|2_____o___0_|_r 



1-12 



fWPCT ■ I SA, 2 1 0 



y 9 8 ^ 7 H ) 



ft ff w, t> * m 



















T 300-0847 













P C T 
<8rlfe*TJSHiJ3U l 

[PC TSPU44. 1] 



3gi*0 
( 0 . M . ¥) 



tftffiAXIift:«A 

COSSK^- SEN-001PCT 



PCT/JP99/04769 



S^ffiffi B 
( 0 . M . ¥) 



0 2. 09. 99 



mis a (ft*xn*w 



2 . 



3 . 



PCT 1 9*W^(-3£^< ffiiES&I/lft^Scotltb 

ffiJffi.AH, m&&Mom#<n1fcffl&ffijE-t%^tfcX'$Z> (PCTil4 6#g) „ 
i^o ffiJ£S<73^ffi»]r a Tl±, mi?;mi&ffl£.n'go)mtt(r)Bfr(b2MX'3h>5>o 

The International Bureau of WIP0 
34, chemin des Colorabettes 
1211 Geneva 20, Switzerland 
Facsimile No. : (41-22)740. 14.35 

□ gHBmt«^« s fl=^t$n?tl.^ t . SO ! i£^8^^2rI (PCT1 7*(2)(a)) W«^l-«t5SlSi«*4H#S:^lS)c 
L/jit^roftilS; ^ coi*tt*£ t *>»-i£tt"t5 r. i ffi fig A l-ifi 

□ f±SgiT^.gljm 4 4 (P CT83JIJ40. 2) li«^-f5ii»D^»^roWjMl-*l;-r5^ISro^ SCTICBI LT , ffiEIAlcT 

^M+5lt £*s66ffil£A<«?t*i: t tic. SIS*g6Jl— ii^ Lfc D 



4. ^ftto^fit: UiifiAlAZko^tca*-*-* r. t 0 

#l±, HB^ffiJHXI4flE^tt<75±?giOJ&Tlf«Oiifel^P CT«aij90<7)2. 1&U<90<7>2. 31' ^ix-^n^^^ 4xT^2> i 9 IC 
ffiJPA#«5fcH A>b 3 Ofl It (fftlcioTli^oiao Hrt©|S^wra*&Sri4«fl-r5^ t £Strfc#l±, 





itcs cousin* 


4 B 


8 9 3 1 


b -tmmT-rf (isa. j p) 


St ff S t 










ITfi!#-*5- 1 0 0 - 8 9 1 5 










03-3581-1 101 F^^ 3 4 4 8 



iitPCT/ I SA./2 2 0 ( 1 9 9 8^7, 3) 



** ,;r ta a- * *-j 



P C T 



[PCT1 8^ PCT^M'M3, 44] 



(OW&iZ-^r SEN-00 1PCT 


^^(75^#l'olNTii, aSSaiS^ttii^tPCT/I SA/2 2 0) 


P C T.-' JP 9 9/0 4 7 6 9 


( g . £j . 02. 09. 99 


(g.^.i^) 02. 09. 98 


mm a (R-zxi-izm 



mum^m?M^^tz.~(Dmmm^u^^mmrxm.m^A\^ (pcti 8*) (om^r^^mmAizmit-t^. 



□ ^nmsiiTf^ttTi^ «t 9 r£JSfTSiHiJ^47^ (p ct&hiJ38. 2(b)) (n®.fc\z£y) 



Sfifti ill ft 



MPCT/'I SA/2 1 0 {% I -<—>■') (1 9 9 8 t7f?) 



If^ttSM^- PCT/JP9 9/0 4 7 6 9 



a. &w<nm-tz>#m(oftM m&M&ftm u po ) 

Int. CI 6 

C07K2/00, C12N15/10, C12Q1/02, GO 1 N3 3/5 0//C 1 2Q 1/6 8 

W«fTo*:ft/N8JJi|s|- (HBS^fT^S (IPO ) 
Int. CI 6 

C07K2/00, C12N15/10, C12Q1/02, G01N3 3/5 0, C12Q1/68 



SwissProt/PI R/G eneSeq, Genbank/EMB L/DDB J /G e n e S e q , 
WP I (DIALOG), BIOSIS (DIALOG) 



m-tz tmfrbtizxm 



A 



A 



THE JOURNAL OF B I OLOG I CAL ^CHEM I STRY Vol. 272, NO. 20, (1997) 
Valerie A. Romoser et al. "Detection in Living Cells of 
Ca 2 *-dependent Chenges in the Fluorescence Emission of an 
Indicator Composed of Two Green Fluorescent Protein 
Variants Linked by a Calmodul in-binding Sequence" , 
see P. 13270-13274 

NATURE VOL.388, (1997), Miyawaki et al. "Fluorescent indicat^ 
ors for Ca 2t based on greenf luorescent protein and calmodulin" 
see P. 882-887 



1-12 



1-12 



0 cMnmziziixmmm&ftx^^c 



xm m&ztt-t) 

roj nm^XZffl^. m^^mR-fZXtsk 



rxj ft^MMnhzxt&xhox, m%Xffi(D^x&w 
r y j mz.m&v>hz>x&x*fr^x, ^mxmtifc(D 1 ^ 

J: o T it#tt # ft v % x. lb tt 5 t tf> 



3 0. 11. 99 



H^S1#ff/f ( I S A/ J P) 
SteSB" 1 0 0 - 8 9 1 5 

^M^WfflES^tl = Ta 4 #3^ 



4 B 



8 9 3 1 



ItM^- 03-3581-1 101 3 4 4 8 



tHPCT/ISA/2 10 im2^-i>) ( 1 9 9 8^7/3) 





mmttim&^r HCT/JP 9 9/0 4 7 6 9 


c imz) . 








jj 7- =i" y — * 






A 


MOLECULAR AND CELLULAR BIOLOGY Vol. 13, NO. 8, (1993), 
MASATOSI HAGIWARA et al. "Coupling of Hormonal Stimulation 
and Transcription via the Cyclic AMP-Responsive Factor CREB 
Is Rate Limited by Nuclear Entry of Protein Kinase A" 
see P. 4852-4859 


1-12 


A 


THE JOURNAL OF BIOLOGICAL CHEMISTRY Vol.271, No. 30, (1996), 
Atsushi Shimomura et al. "Calmodul in-dependent Protein Kinase 
II Potentiates Transcriptional Activation through Activating 
Transcription Factor 1 but Not cAMP Response Element-binding 
Protein" , see P. 17957-17960 


1-12 



MPCT/I SA/2 1 0 (fS 2 •s<F>1&£) (1 9 9 8^7/1) 



